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This assumption is important for PCR-based detection of minimal residual disease (MRD), if T cell receptor gamma (TCRG) gene rearrangement are used as MRD-PCR target without junctional region specific oligonucleotides. 2 Delabesse et al 2 found that this MRD-PCR approach can routinely reach 5 × 10 −3 and they assume that this sensitivity is sufficient for recognizing all truly high-risk patients. However, this sensitivity level is based on the assumption that the background of normal polyclonal TCRG gene rearrangements is derived from only 5 to 10% of normal T cells in the BM follow-up samples. 2 Indeed, BM samples at most follow-up time points in childhood ALL treatment protocols contain low frequencies of T cells in the postFicoll mononuclear cell (MNC) fractions: 10 to 15%. 3 However, this percentage is essentially higher in BM-MNC at day 33: approximately 38%. 3 We evaluated the cytomorphological cell differentiation of 37 BM smears from children with ALL at day 33 of treatment (Table 1 ) and compared these results with the immunophenotype of the post-Ficoll MNC from the same 37 BM samples ( Table 2 ). All 37 children remained in continuous complete remission (median follow up of 5 years). It is clear from Tables 1 and 2 that Ficoll density centrifugation of BM samples at day 33 was responsible for an almost three-fold reduction of erythroid cells (median value changed form 28% to 11%) and that the median percentage of lymphoid cells increased from 25% to 44%. Most of these lymphoid cells appeared to be . More importantly, the International BFM Study Group has shown that MRD-based high-risk patients (15% of all patients) have a 5-year relapse-free survival of only approximately 20%, if this risk group is defined as having MRD levels of у10 −3 at two consecutive time points, the first time point being at day 33. 4 This implies that a sensitivity of 5 × 10 −3 is not sufficient for identification of all high-risk patients, as defined by IBFM-SG criteria. However, in the MRD study of the EORTC, 11% (15/133) of childhood ALL cases were defined as high risk (73% relapses) based on MRD levels of у10 −2 in the postinduction BM sample. 5 It is obvious that this sensitivity can be reached by the TCRG gene scanning technique of Delabesse et al. 2 We feel that this correspondence illustrates the importance of inter- Table 1 Cytomorphological cell differentiation of 37 BM smears at day 33
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